Autoimmune limbic encephalitis is a rare cause of encephalitic disease. It is associated with various target antigens and is difficult to diagnose, and experience with its treatment is limited. This case report describes a 69-year-old man, who presented with life-threatening hyponatremia and confusion, following several months of gradually worsening faciobrachial dystonic seizures. Faciobrachial dystonic seizures are a well-described feature classically observed in voltage-gated potassium channel autoimmune encephalitis. The presence of chronic hyponatremia without cognitive dysfunction, eventually culminating in an acute episode of encephalopathy and severe hyponatremia, is a pattern of natural history not previously documented in this condition.
introDUCtion
Autoimmune encephalitis is a rare disease which is only recently described. Its natural history is not fully understood although various responsible antigens have been identified. This case report describes a pathognomonic clinical sign which ultimately secured a diagnosis of VGKC limbic encephalitis and expedited appropriate treatment.
CAse rePort
A 69-year-old man presented to his primary care physician with a recent onset of intermittent painful spasms of his right arm and face.
Routine electrolytes were measured and were notable only for a serum sodium level of 130 mmol/L (reference range, 135 to 145 mmol/L).
The patient was diagnosed with cramps and advised to increase dietary salt intake. His spasms increased in frequency over the following months, but the patient did not seek further medical attention. Two months after his initial consultation with the general practitioner, the patient was transported to the emergency department by an ambulance with acute confusion and imbalance. This was accompanied by a near-constant, right-sided, spasmodic jerking. The patient's wife reported that until the day of presentation to the emergency department, his cognition and gait had been completely normal. During the twitching episodes, his level of consciousness had never been impaired. The patient's past medical history was notable for an ischemic stroke 8 years earlier, with mild residual weakness of the upper left limb, hypertension, and post-traumatic stress disorder. His medications included aspirin, atorvastatin, irbesartan, and venlafaxine. The patient was a retired soldier and a non-smoker, who consumed alcohol only socially.
On examination in the emergency department, the patient was confused and agitated. He reacted to voice by opening his eyes, but he could only manage unintelligible speech. He was uncooperative and detailed neurological examination was difficult. All limbs appeared to move equally, and pupils were isocoric and sluggishly reactive to light. 
DisCUssion
Patients with encephalitic syndromes present a diagnostic challenge.
Autoimmune limbic encephalitis is a recently described entity, whose pathogenesis remains poorly understood. The inflammatory process is confined largely to structures of the limbic system and several anti- VGKC encephalitis is a rare disease and an uncommon variety of limbic encephalitis. The true incidence of VGKC encephalitis is unknown, although it is increasingly recognized. While this condition is conventionally attributed to an autoimmune reaction against the VGKC, it is now known that antibodies used in laboratories to test for VGKC in fact act on leucine-rich glioma-inactivated protein 1 (LGI1), a neuronal secreted protein, which is a structural component of the VGKC complex.
1,2) Some authors, therefore, refer to anti-LGI1 antibody or anti-VGKC-complex antibodies instead of anti-VGKC antibody, and may replace the term 'VGKC encephalitis' with 'LGI1 encephalitis' .
3)
Many cases of autoimmune limbic encephalitis are paraneoplastic.
In the VGKC subtype the incidence of cancer is relatively lower at 11%. 3) Features of VGKC encephalitis typically precede detection of malignancy.
3) The tumors most commonly associated with VGKC encephalitis are small cell lung cancer and thymoma.
Reported clinical manifestations of VGKC encephalitis include altered memory and behavior, confusion, drowsiness, and psychosis.
The acute delirium observed in our case, with previously normal men- The VGKC antibodies may also be identified in the serum, although false positives are more frequent.
The EEG is usually non-specific, with frontotemporal or bitemporal generalized slowing. Some patients have epileptiform activity. Neuroimaging can support the diagnosis, but findings are not conclusive.
Brain MRI results usually find high-signal changes in medial temporal lobes, which are enhanced on T2-weighted scans. Approximately 80% of cases of VGKC encephalitis develop hyponatremia at some time during the illness, generally as a result of SIADH.
10)
The pattern of hyponatremia observed in our case is unique. Previously, low serum sodium has only been reported in patients with prior evidence of encephalopathy, such as subacute memory impairment or worsening irritability. 10) Asymptomatic, mild hyponatremia was apparent in our patient 2 months prior to the sudden onset of confusion, and, by the time of presentation, had progressed to critically low serum sodium concentration. Given the prompt improvement in his mental state, upon reversal of hyponatremia, it is hypothesized that this patient's encephalopathy was a consequence of critical hyponatremia, rather than cognitive deficits from encephalitis per se.
Most patients experience full recovery with immunomodulatory therapy, and relapse is uncommon. Some exhibit subtle residual neurological deficits. Earlier detection is presumed to lead to better neurologic outcomes. 3, 10) There is very little scientific evidence to direct treatment for autoimmune encephalitis; with empirical experience, corticosteroids and IVIG have become the most commonly used agents. 10) Other immunosuppressive treatments that have been trialed successfully, include plasma exchange, rituximab, and mycophenolate. Anticonvulsants have little impact on faciobrachial dystonic seizures, but are indicated in true seizures. 5) In summary, VGKC encephalitis is a rare disease, which, if detected, is amenable to treatment. The pattern of presentation in our case has not been previously reported in medical literature. While hyponatremia is a common finding in VGKC encephalitis, asymptomatic, chronically low serum sodium preceding an acute delirium is unusual. The combination of FDSs and mild hyponatremia thereby provided an early opportunity for diagnosis, which was missed and ultimately led to an acute life-threatening process. The fact that this patient presented initially to primary care highlights the importance of the understanding of VGKC encephalitis by general practitioners.
